=> d his 



(FILE 'HOME* ENTERED AT 18:08:39 ON 02 DEC 2003) 



FILE 'MEDLINE, CAPLUS , BIOSIS, SCISEARCH' ENTERED AT 18:08:51 ON 02 DEC 
2003 

LI 105 S E40RF4 

L2 5 S (DNA OR POLYNUCLEOTIDE OR CDNA OR NUCLEOTIDE OR NUCLEIC (W) ACI 

L3 2 DUP REM L2 (3 DUPLICATES REMOVED) 

L4 45 DUP REM LI (60 DUPLICATES REMOVED) 

=> d bib ab 1-2 13 



L3 
AN 
DN 
TI 
IN 



COPYRIGHT 2 003 ACS on STN 



ANSWER 1 OF 2 CAPLUS 
1998:66000 CAPLUS 
128 : 136504 

Use of adenovirus E4 death proteins to induce p53- independent apoptosis 
Branton, Philip E.; Shore, Gordon C; Teodoro, Jose G. ; Marcellus, Richard 
C; Lavoie, Josee N. 
PA Branton, Philip E., Can.; Shore, Gordon C. ; Teodoro, Jose G.; Marcellus, 

Richard C; Lavoie, Josee N. 
SO PCT Int. Appl., 8 8 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



PI 



PRAI 



AB 



L3 
AN 
DN 
TI 

AU 
CS 

NC 
SO 

CY 
DT 



WO 



CA 
CA 
AU 
AU 
EP 
EP 



JP 
US 
US 
WO 



CA, 
BE, 



9801563 

W: AU, 

RW: AT, 
2259152 
2259152 
9738601 
731924 
951553 
951553 

R: AT, 
IE, 
2000515504 
1996-21273P 

1996- 28740P 

1997- IB1041 



A2 19980115 
JP, US, US 
CH, DE, DK, ES, 



WO 1997-IB1041 



19970703 



FI, 



AA 
C 

Al 
B2 
A2 
Bl 



19980115 
20020212 
19980202 
20010405 
19991027 
20031029 



FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
CA 1997-2259152 19970703 



AU 1997-38601 



EP 1997-935709 



19970703 



19970703 



BE, 
FI 



CH, DE, DK, ES, FR, GB, GR , IT, LI, LU, NL, SE, MC, PT, 



T2 
P 
P 
W 



20001121 
19960705 
19961022 
19970703 



JP 1998-504995 



19970703 



A method for therapeutic induction of p5 3 -independent apoptosis using the 
adenovirus E4 death proteins E4orf4 or E4orf6 or the genes for these 
proteins is described. Biol, active fragments of the proteins, or analogs 
of the proteins may also be used. Methods for identifying analogs and 
mimetics of the adenovirus E4 death proteins are also discussed. These 
proteins induce apoptosis in the absence of the ElA and ElB gene products, 
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Adenovirus ElA protein and cyclic AMP cooperate to induce transcription 
factor AP-1 and viral gene expression in mouse S49 cells. We report that 
a protein encoded within the viral E4 gene region acts to counterbalance 
the induction of AP-1 DNA-binding activity by ElA and cyclic AMP. Studies 
with mutant adenoviruses demonstrated that in the absence of 
E4orf4 protein, AP-1 DNA-binding activity is induced to 

substantially higher levels than in wild-type virus-infected cells. The 
induction is the result of increased production of JunB and c-Fos 
proteins. Hyperphosphorylated forms of c-Fos and ElA proteins accumulate 
in the absence of functional E4orf4 protein. We propose that the E4orf4 
protein acts to inhibit the activity of a cellular kinase that 
phosphorylates both the ElA and c-Fos proteins. Phosphorylation-dependent 
alterations in the activity of c-Fos, ElA, or some unidentified protein 
might, then, lead to decreased synthesis of AP-1 components. This E4 
function likely plays an important role in natural infections, since a 
mutant virus unable to express the E4orf4 protein is considerably more 
cytotoxic than the wild-type virus. 
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AB Adenovirus E4orf4 protein was previously shown to counteract 

transactivation of junB by cyclic AMP (cAMP) and ElA protein. It was also 

shown to cause hypophosphorylation of ElA and c-Fos proteins. Here we 

show that the E4orf4 protein associates with protein phosphatase 

2A. All three subunits of the phosphatase are present in the complex, and 

the B subunit interacts directly with the viral protein. The complex 

possesses a phosphatase activity typical of protein phosphatase 2A, and 

the phosphatase mediates the E4orf 4 - induced down regulation of 

junB transcription. Thus, adenovirus E4orf4 protein recruits 

protein phosphatase 2A into a signal transduction pathway initiated by 

cAMP and ElA protein. 
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AB Adenovirus ElA protein and cyclic AMP cooperate to induce transcription 

factor AP-1 and viral gene expression in mouse S49 cells. We report that 
a protein encoded within the viral E4 gene region acts to counterbalance 
the induction of AP-1 DNA-binding activity by ElA and cyclic AMP. Studies 
with mutant adenoviruses demonstrated that in the absence of 
E4orf4 protein, AP-1 DNA-binding activity is induced to 

substantially higher levels than in wild-type virus-infected cells. The 
induction is the result of increased production of JunB and c-Fos 
proteins. Hyperphosphorylated forms of c-Fos and ElA proteins accumulate 
in the absence of functional E4orf4 protein. We propose that 
the E4orf4 protein acts to inhibit the activity of a cellular 
kinase that phosphorylates both the ElA and c-Fos proteins. 
Phosphorylation-dependent alterations in the activity of c-Fos, ElA, or 
some unidentified protein might, then, lead to decreased synthesis of AP-1 
components. This E4 function likely plays an important role in natural 
infections, since a mutant virus unable to express the E4orf4 
protein is considerably more cytotoxic than the wild-type virus. 
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